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3 <110> APPLICANT: Stangl, Verena 

4 Stangl , Karl 

5 Lorenz, Mario 

7 <120> TITLE OF INVENTION: Use of a Proteosome Inhibitor in the Treatment of 
Endothelial 

8 Dysfunction and/or in a Low-Dose Proteosome Inhibitor Therapy 
10 <130> FILE REFERENCE: 2958-128 

12 <140> CURRENT APPLICATION NUMBER: 10/522,706 

13 <141> CURRENT FILING DATE: 2005-01-28 

15 <150> PRIOR APPLICATION NUMBER: PCT/EP03 / 08495 

16 <151> PRIOR FILING DATE: 2003-07-31 

18 <150> PRIOR APPLICATION NUMBER: EP 02 017 234.2 

19 <151> PRIOR FILING DATE: 2002-07-31 
21 <160> NUMBER OF SEQ ID NOS : 17 

23 <170> SOFTWARE: Patent In version 3.3 

25 <210> SEQ ID NO: 1 

26 <211> LENGTH: 4 

27 <212> TYPE: PRT 

28 <213> ORGANISM: Artificial 
3 0 <22 0> FEATURE: 

31 <223> OTHER INFORMATION: synthetic proteosome inhibitor with binding affinity for 

human 

32 proteins involved in eNOS regulation 

35 <220> FEATURE: 

36 <221> NAME / KEY : MI SC_FEATURE 

37 <222> LOCATION: (1)..(1) 

38 <223> OTHER INFORMATION: modified with carbobenzoxy group 

40 <220> FEATURE: 

41 <221> NAME/KEY: MIS C_FEATURE 

42 <222> LOCATION: (2).. (2) 

43 <223> OTHER INFORMATION: modified with OBut or OtBu group 
' 45 <220> FEATURE: 

46 <221> NAME/ KEY: MIS C__F EATUR E 

47 <222> LOCATION: (4).. (4) 

48 <223> OTHER INFORMATION: modified with H or CHO 
50 <400> SEQUENCE: 1 

52 He Gly Ala Leu 

53 1 

56 <210> SEQ ID NO: 2 

57 <211> LENGTH: 4 

58 <212> TYPE: PRT 

59 <213> ORGANISM: Artificial 

61 <220> FEATURE: 

62 <223> OTHER INFORMATION: synthetic proteosome inhibitor with binding affinity for 
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human 

63 proteins involved in eNOS regulation 
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66 <22 0> FEATURE: 

67 <221> NAME / KEY : MIS C_F EATUR E 

68 <222> LOCATION: (4).. (4) 

69 <223> OTHER INFORMATION: modified with vinylsulfone group 
71 <400> SEQUENCE: 2 

73 Tyr Leu Leu Leu 

74 1 

77 <210> SEQ ID NO: 3 

78 <211> LENGTH: 4 
7 9 <212> TYPE: PRT 

80 <213> ORGANISM: Artificial 

82 <22 0> FEATURE: 

83 <223> OTHER INFORMATION: synthetic proteosome inhibitor with binding affinity for 

84 proteins involved in eNOS regulation 

87 <220> FEATURE: 

88 <221> NAME/KEY: MISC_FEATURE 

89 <222> LOCATION: (1)..(1) 

90 <223> OTHER INFORMATION: modified with adamantaneacetyl group 

92 <22 0> FEATURE: 

93 <221> NAME/KEY: MIS C_F EATUR E 

94 <222> LOCATION: (2).. (2) 

95 <223> OTHER INFORMATION: modified with 3 (6-aminohexanoyl) groups 

97 <220> FEATURE: 

98 <221> NAME / KEY : MIS C_F EATUR E 

99 <222> LOCATION: (4).. (4) 

100 <223> OTHER INFORMATION: modified with vinylsulfone group 
102 <400> SEQUENCE: 3 

104 Tyr Leu Leu Leu 

105 1 

108 <210> SEQ ID NO: 4 

109 <211> LENGTH: 4 

110 <212> TYPE: PRT 

111 <213> ORGANISM: Artificial 

113 <220> FEATURE: 

114 <223> OTHER INFORMATION: synthetic proteosome inhibitor with binding affinity for 



human 



115 proteins involved in eNOS regulation 

118 <220> FEATURE: 

119 <221> NAME/KEY: MISC_FEATURE 

120 <222> LOCATION: (1)..(1) 

121 <223> OTHER INFORMATION: modified with adamantaneacetyl group 
123 <220> FEATURE: 

MIS C_F EATUR E 
(1) • • (1) 

12 6 <22 3> OTHER INFORMATION: biotinylated 

128 <220> FEATURE: 

129 <221> NAME/KEY: MI SC_FEATURE 

130 <222> LOCATION: (2).. (2) 

131 <223> OTHER INFORMATION: modified with 3 (6-aminohexanoyl) groups 
133 <220> FEATURE: 



124 <221> NAME/KEY: 

125 <222> LOCATION: 
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134 <221> NAME/ KEY: M I SC_FEATURE 

135 <222> LOCATION: (4) . . (4) 

136 <223> OTHER INFORMATION: modified with vinylsulf one group 
138 <400> SEQUENCE: 4 

140 Lys Leu Leu Leu 

141 1 

144 <210> SEQ ID NO: 5 

145 <211> LENGTH: 4 

146 <212> TYPE: PRT 

147 <213> ORGANISM: Artificial 
14 9 <22 0> FEATURE: 

150 <223> OTHER INFORMATION: synthetic proteosome inhibitor with binding affinity for 

human 

151 proteins involved in eNOS regulation 

154 <220> FEATURE: 

155 <221> NAME /KEY : MISC_FEATURE 

156 <222> LOCATION: (1) . . (1) 

157 <223> OTHER INFORMATION: modified with acetylmethyl group 

159 <220> FEATURE: 

160 <221> NAME /KEY : MISC_FEATURE 

161 <222> LOCATION: (4) . . (4) 

162 <223> OTHER INFORMATION: modified with epoxomicin 
164 <400> SEQUENCE: 5 

166 He He Thr Leu 

167 1 

170 <210> SEQ ID NO: 6 

171 <211> LENGTH: 21 

172 <212> TYPE: DNA 

173 <213> ORGANISM: Homo sapiens 

175 <400> SEQUENCE: 6 

176 ggcatcacca ggaagaagac c 21 

179 <210> SEQ ID NO: 7 

180 <211> LENGTH: 19 

181 <212> TYPE: DNA 

182 <213> ORGANISM: Homo sapiens 

184 <400> SEQUENCE: 7 

185 ttcactcgct tcgccatca 19 

188 <210> SEQ ID NO: 8 

189 <211> LENGTH: 29 

190 <212> TYPE: DNA 

191 <213> ORGANISM: Homo sapiens 

193 <400> SEQUENCE: 8 

194 taaagaagtg gccaacgccg tgaagatct 2 9 

197 <210> SEQ ID NO: 9 

198 <211> LENGTH: 25 

199 <212> TYPE: DNA 

2 00 <213> ORGANISM: Homo sapiens 
2 02 <400> SEQUENCE: 9 

203 agtctggctt atatccaaca cttcg 25 
206 <210> SEQ ID NO: 10 . 
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207 <211> LENGTH: 22 

208 <212> TYPE: DNA 

209 <213> ORGANISM: Homo sapiens 

211 <400> SEQUENCE: 10 

212 gactttgctt tccttggtca gg 



22 



215 <210> SEQ ID NO: 11 

216 <211> LENGTH: 26 

217 <212> TYPE: DNA 

218 <213> ORGANISM: Homo sapiens 

220 <400> SEQUENCE: 11 

221 tttcaccagc aagcttgcga ccttga 26 

224 <210> SEQ ID NO: 12 

225 <211> LENGTH: 28 

226 <212> TYPE: DNA 

22 7 <213> ORGANISM: Bos taurus 

229 <400> SEQUENCE: 12 

230 tttaccataa gagactggac cagaagtt 2 8 

233 <210> SEQ ID NO: 13 

234 <211> LENGTH: 22 

235 <212> TYPE: DNA 

236 <213> ORGANISM: Bos taurus 

238 <400> SEQUENCE: 13 

239 attgacagca ctggcttagg ca 22 

242 <210> SEQ ID NO: 14 

243 <211> LENGTH: 25 

244 <212> TYPE: DNA 

245 <213> ORGANISM: Bos taurus 

247 <400> SEQUENCE: 14 

248 gctataagtt ctttgccgac ctgtt 25 

251 <210> SEQ ID NO: 15 

252 <211> LENGTH: 26 
2 53 <212> TYPE: DNA 

2 54 <213> ORGANISM: Bos taurus 

256 <400> SEQUENCE: 15 

257 ttctgttcag tgctttgatg taatcc 26 

260 <210> SEQ ID NO: 16 

261 <211> LENGTH: 22 

262 <212> TYPE: DNA 

263 <213> ORGANISM: Bos taurus 

265 <400> SEQUENCE: 16 

266 agtagctggt tccctccgaa gt 22 

269 <210> SEQ ID NO: 17 

270 <211> LENGTH: 19 

271 <212> TYPE: DNA 

272 <213> ORGANISM: Bos taurus 

274 <400> SEQUENCE: 17 

275 ttgcgagagc gccagctat 19 
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Invalid <213> Response; 

Use of "Artificial" only as "<213> Organism" response is incomplete, 

per 1.823(b) of New Sequence Rules. Valid response is Artificial Sequence. 

Seq#:l,2,3,4,5 
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